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DETAILED ACTION 

This Application is a divisional of 09/587,945 (now US Patent 6,709,860), which 
is a CIP or 09/085,380 (abandoned), and which claims priority to provisional application 
60/190,692 (3/20/2000), and foreign application SE 9701963-2 (5/26/97). 

Clams 1-17 are pending and under consideration in this Office Action. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-17 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 1-17 are rejected under 35 U.S.C. 112, second paragraph, as being 
incomplete for omitting essential steps, such omission amounting to a gap between the 
steps. See MPEP § 2172.01 . The claims recite no active method steps. It is unclear 
how one determines whether a test compound activates expression of the 
FKHL14/FOXC2 gene. It is unclear what steps are required to make this determination, 
or even to elicit an effect of the test compound on the gene. While the specification 
discloses the use of transgenic animals in the method, and does not contemplate any 
embodiment lacking transgenic animals, the claims are not so limited. 

Claims 1-17 are indefinite because the metes and bounds of "a medical condition 
related to obesity" are unclear. The specification states at page 24 lines 4 and 5 that 
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the phrase "includes e.g. obesity, NIDDM, hypertension, and hyperlipidemia." However, 
this definition is non-limiting, and one of skill in the art cannot know the metes and 
bounds of the claims because the nature of the required relationship to obesity is not 
clear. 

Claims 1-17 are indefinite because is unclear what are the metes and bounds of 
"the FKHL14/FOXC2 gene". The term "FKHL14" is recognized in the art as denoting a 
human gene locus encoding a mesenchyme fork head-1 protein. The term FOXC2 is 
also recognized in the art as referring to mesenchyme fork head-1 genes and proteins, 
but the term is applied to murine species as well as humans and possibly others. See 
e.g. Kume et al (Development 127: 1387-1395, 2000), abstract), and Fang et al 
(American Journal of Human Genetics, 2000, 67(6): 1382-1388, 2000, abstract). As a 
result, it is unclear if the claims are intended to embrace only human genes or genes 
from mouse and other species as well. The portion of the specification supporting the 
instant claims, i.e. page 24, line 19 to page 25, line 8, indicates that the gene to be used 
in the method is a human gene. So, for the purpose of examination, the claims will be 
interpreted as being drawn to a human gene. However, even this interpretation, the 
claims still recite "the FKHL14/FOXC2 gene" without proper antecedent basis, because 
there is more than one form of the human FKHL14 gene and it is unclear to which allele 
the claims refer. As evidence see Fang (2000) above, and also Kovacs et al (Diabetes 
52: 1292-1295, 2003) who report genetic variation in both the putative promoter region 
and 3' untranslated regions. See abstract. Note that while substitution of 'a' for 'the* 
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would overcome this indefiniteness rejection, it would raise the issue of adequate 
written description regarding the genus of FKHL14/FOXC2 genes. 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Enablement 

Claims 1-17 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

The claims are drawn to methods of identifying a compound useful for treatment 
of a medical condition related to obesity comprising determining whether or not a test 
compound activates expression of the FKHL14/FOXC2 gene. The claims require no 
active method steps, and the scope of "a condition related to obesity" is extremely 
broad. In view of the specification at pages 24 and 25, "the FKHL14/FOXC2 gene" is 
interpreted as a human gene. 

The specification at pages 24 and 25 teach that the claimed method can be 
carried out by contacting the human FKHL14/FOXC2 gene with a test agent. The 
specification does not envision performing this method in vivo in a human, and provides 
no guidance as to how to do so. The specification teaches that the claimed method can 
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be carried out using a transgenic animal comprising a human FKHL14/FOXC2 gene. 
See e.g. page 24, lines 26-32. One of ordinary skill in the art understands that in order 
to determine whether or not a test compound activates expression of the human 
FKHL14/FOXC2 gene, one would require as a critical element the promoter region of 
the gene. However, the instant specification does not disclose this promoter, and so 
fails to disclose a critical element required for the practice of the method as disclosed in 
the specification. Furthermore, the specification provides no guidance as to what 
parameter should be measured in the determination of "activation of expression" or 
how this parameter should be determined. While Applicant is not required to disclose 
that which is well known in the art, there is an obligation to disclose critical elements of 
the invention as well as how to use these elements. In Genentech, Inc, v Novo Nordisk 
A/S, the court found that when the specification omits any specific starting material 
required to practice an invention, or the conditions under which a process can be 
carried out, there is a failure to meet the enablement requirement. See 42 USPQ2d 
1001. 

It is true, as Genentech argues, that a specification need not disclose what is well known 
in the art. See, e.g., Hvbritech Inc. v. Monoclonal Antibodies. Inc. . 802 F.2d 1367, 1385, 
231 USPQ 81, 94 (Fed. Cir. 1986). However, that general, oft-repeated statement is 
merely a rule of supplementation, not a substitute for a basic enabling disclosure. It 
means that the omission of minor details does not cause a specification to fail to meet the 
enablement requirement. However, when there is no disclosure of any specific starting 
material or of any of the conditions under which a process can be carried out, undue 
experimentation is required; there is a failure to meet the enablement requirement that 
cannot be rectified by asserting that all the disclosure related to the process is within the 
skill of the art. It is the specification, not the knowledge of one skilled in the art, that must 
supply the novel aspects of an invention in order to constitute adequate enablement. 
This specification provides only a starting point, a direction for further research. 
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In this case, the portion of the FKHL14/FOXC2 gene required to activate expression, i.e. 
the promoter and/or enhancer, is not a minor detail that can be overlooked in the 
process of providing an enabling disclosure, and neither is the nature of the 
determination or assay, or the means to accomplish the determination or assay, or the 
steps that should be employed. As a result one of skill in the art would have to perform 
undue experimentation in order to practice the invention as claimed. 

Even if the specification enabled a method of determining whether a test 
compound activated expression of the FKHL14/FOXC2 gene, the specification fails to 
enable a method for identifying a compound useful for treatment of a medical condition 
related to obesity. MPEP 2164.03 indicates that the physiological art is unpredictable. 
"A single embodiment may provide broad enablement in cases involving predictable 
factors, such as mechanical or electrical elements. In re Vickers, 141 F.2d 
522, 526-27, 61 USPQ 122, 127 (CCPA 1944); In re Cook, 439 F.2d 730, 734, 169 
USPQ 298, 301 (CCPA 1971). However, in applications directed to inventions in arts 
where the results are unpredictable, the disclosure of a single species usually does not 
provide an adequate basis to support generic claims. In re Soli, 97 F.2d 623, 624, 38 
USPQ 189, 191 (CCPA 1938). In cases involving unpredictable factors, such as most 
chemical reactions and physiological activity, more may be required. In re Fisher, 427 
F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970) (contrasting mechanical and electrical 
elements with chemical reactions and physiological activity). See also In re Wright, 999 
F.2d 1557, 1562, 27 USPQ2d 1510, 1513 (Fed. Cir. 1993); In re Vaeck, 947 F.2d 488, 
496, 20 USPQ2d 1438, 1445 (Fed. Cir. 1991). This is because it is not obvious from the 
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disclosure of one species, what other species will work." In the instant case, the 
sipecification does not disclose a single species of test compound that activates 
expression of FKHL14/FOXC2, nor does it provide adequate guidance as to how any 
such compound, if identified, could be formulated to provide the required effect in vivo. 
There is no guidance regarding how any molecule of any particular structure can be 
placed in contact with the FKHL/14FOXC2 gene in vivo in a human, such that any 
medical condition could be treated. As such one of sill in the art could not identify any 
compound that is useful for the treatment of a medical condition related to obesity as 
required by the claims. 

The specification taught that transgenic mice overexpressing the human 
FKHL14/FOXC2 gene under control of an adipose-specific promoter showed resistance 
to diet induced weight gain and a decrease in: total body lipid content, serum 
triglycerides, plasma levels of free fatty acids, glucose and insulin. See page 16, lines 
9-1 3. However, because the FKHL14/FOXC2 transgene was under control of an 
adipose specific promoter, it is reasonable to assume that the transgene was expressed 
in the vast majority of adipose cells in the transgenic animals. The specification as filed 
provides no guidance at all as to what will be the physical and chemical nature of 
agents that function to activate FKHL14/FOXC2 gene expression, and does not teach 
how to obtain delivery of any such agent to adipose cells such that a similar increase in 
FKHL14/FOXC2 gene expression is obtained. In view of the unpredictability of the 
physiological art in general, and the failure of the specification to provide guidance as to 
how to achieve agent delivery to adipose tissue or to the FKHL/14FOXC2 gene in that 
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tissue, and the vast breadth of medical conditions embraced by the claims, one of skill 
in the art would have to perform undue experimentation in order to practice the 
invention as claimed to obtain a compound useful for the treatment of any condition 
related to obesity. 

Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner(s) should be directed to Richard Schnizer, whose telephone number is 571- 
272-0762. The examiner can normally be reached Monday through Friday between the 
hours of 6:00 AM and 3:30. The examiner is off on alternate Fridays, but is sometimes 
in the office anyway. 

If attempts to reach the examiner by telephone are unsuccessful, the Examiner's 
supervisor, Peter Paras, can be reached at (571) 272-4517. The official central fax 
number is 571-273-8300. Any inquiry of a general nature or relating to the status of 
this application or proceeding should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that can be viewed in the Patent 
Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic Business Center 
(Patent EBC) for -assistance. Representatives are available to answer your questions daily from 6 am to midnight (EST). 
The toll free number is (866) 217-9197. When calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the specific nature of the problem. The 
Patent Electronic Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic 
Business Center is a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables applicants to view 
the scanned images of their own application file folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 
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